overexpressing exogenous Mir181a1 and Mir181b1 (wt/wt), Mir181a1 (wt/mut), Mir181b1 (mut/wt) or a control sequence (mut/mut) assessed previously to functional assays (n=3). (E) Relative proliferation of miR181 ko pancreatic cancer organoids transduced with the different miR181 constructs measured by CellTiterGLO at day 3 Figure 10 ). MSigDB analysis for miRNAs predicted to bind the seed sequence of genes in the downregulated list obtained from Mir181ab1knockout cells reconstituted with exogenous expression of miR181ab1. Prediction of potential miR181ab1 targets. Genes downregulated upon exogenous miR181ab1 expression were analyzed based on target prediction databases. The following databases were used for target prediction: TargetScan release 5.1 (3), PicTar (4), PITA release 6 (5), miranda release sept2008 (6), microcosm release 5 (7) and loRNA database (8) . All these information and validated miRNA targets were used with the methods developed in (8) . 
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SUPPLEMENTARY TABLES
Gene
Associated.GemiRNA name pred_DBs val_DBs TsCons TSNCons MicroCosm miRanda_sc miRanda_s miRanda_c miRanda PicTar_mcf PicTar_mc PicTar_m PITA Seed miRTarbase miRecords Tarbase
ENSG0000ANGEL2 MIMAT0000256 hsa-miR-181a-5p 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 ENSG0000ANGEL2 MIMAT0000257 hsa-miR-181b-5p 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 ENSG0000ARL4A MIMAT0000270 hsa-miR-181a-3p 2 0 0 0 0 0 1 0 0 0 0 0 0 1 0 0 0 ENSG0000ARL4A MIMAT0000256 hsa-miR-181a-5p 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 ENSG0000ARL4A MIMAT0000257 hsa-miR-181b-5p 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 ENSG0000CCNYL1 MIMAT0000256 hsa-miR-181a-5p 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 ENSG0000CCNYL1 MIMAT0022692 hsa-miR-181b-3p 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 ENSG0000CCNYL1 MIMAT0000257 hsa-miR-181b-5p 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 ENSG0000CUL4B MIMAT0000256 hsa-miR-181a-5p 2 0 0 0 0 1 0 1 0 0 0 0 0 0 0 0 0 ENSG0000CUL4B MIMAT0000257 hsa-miR-181b-5p 2 0 0 0 0 1 0 1 0 0 0 0 0 0 0 0 0 ENSG0000DEK MIMAT0000256 hsa-miR-181a-5p 4 0 0 0 0 1 0 1 0 0 0 1 0 1 0 0 0 ENSG0000DEK MIMAT0022692 hsa-miR-181b-3p 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 ENSG0000DEK MIMAT0000257 hsa-miR-181b-5p 4 0 0 0 0 1 0 1 0 0 0 1 0 1 0 0 0 ENSG0000DTX4 MIMAT0000256 hsa-miR-181a-5p 4 0 0 0 0 0 0 1 0 0 0 1 1 1 0 0 0 ENSG0000DTX4 MIMAT0022692 hsa-miR-181b-3p 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 ENSG0000DTX4 MIMAT0000257 hsa-miR-181b-5p 4 0 0 0 0 0 0 1 0 0 0 1 1 1 0 0 0 ENSG0000EXOC8 MIMAT0000256 hsa-miR-181a-5p 2 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0 ENSG0000EXOC8 MIMAT0000257 hsa-miR-181b-5p 2 0 0 0 0 1 0 0 0 0 0 0 0 1 0 0 0 ENSG0000FASTKD2 MIMAT0000256 hsa-miR-181a-5p 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 ENSG0000FASTKD2 MIMAT0000257 hsa-miR-181b-5p 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 ENSG0000FBXO33 MIMAT0000256 hsa-miR-181a-5p 6 1 0 0 0 1 0 1 0 0 1 1 1 1 0 0 1 ENSG0000FBXO33 MIMAT0000257 hsa-miR-181b-5p 6 0 0 0 0 1 0 1 0 0 1 1 1 1 0 0 0 ENSG0000HMGB3 MIMAT0000256 hsa-miR-181a-5p 2 0 0 0 0 0 0 1 0 0 0 0 0 1 0 0 0 ENSG0000HMGB3 MIMAT0000256 hsa-miR-181a-5p 2 0 0 0 0 0 0 1 0 0 0 0 0 1 0 0 0 ENSG0000HMGB3 MIMAT0000257 hsa-miR-181b-5p 2 0 0 0 0 0 0 1 0 0 0 0 0 1 0 0 0 ENSG0000HMGB3 MIMAT0000257 hsa-miR-181b-5p 2 0 0 0 0 0 0 1 0 0 0 0 0 1 0 0 0 ENSG0000HMGN2 MIMAT0000256 hsa-miR-181a-5p 2 0 0 0 0 1 0 1 0 0 0 0 0 0 0 0 0 ENSG0000HMGN2 MIMAT0000257 hsa-miR-181b-5p 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 ENSG0000ISPD MIMAT0000270 hsa-miR-181a-3p 1 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 ENSG0000ISPD MIMAT0000256 hsa-miR-181a-5p 2 0 0 0 0 1 0 1 0 0 0 0 0 0 0 0 0 ENSG0000ISPD MIMAT0000257 hsa-miR-181b-5p 2 0 0 0 0 1 0 1 0 0 0 0 0 0 0 0 0 ENSG0000KIAA2022 MIMAT0000256 hsa-miR-181a-5p 5 0 0 0 0 1 0 0 0 0 1 1 1 1 0 0 0 ENSG0000KIAA2022 MIMAT0000257 hsa-miR-181b-5p 5 0 0 0 0 1 0 0 0 0 1 1 1 1 0 0 0 ENSG0000LUC7L3 MIMAT0000256 hsa-miR-181a-5p 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 ENSG0000LUC7L3 MIMAT0022692 hsa-miR-181b-3p 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 ENSG0000LUC7L3 MIMAT0000257 hsa-miR-181b-5p 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 ENSG0000MCM9 MIMAT0000256 hsa-miR-181a-5p 2 0 0 0 0 1 0 1 0 0 0 0 0 0 0 0 0 ENSG0000MCM9 MIMAT0000257 hsa-miR-181b-5p 2 0 0 0 0 1 0 1 0 0 0 0 0 0 0 0 0 ENSG0000MEAF6 MIMAT0000256 hsa-miR-181a-5p 3 0 0 0 0 1 0 0 0 0 0 1 0 1 0 0 0 ENSG0000MEAF6 MIMAT0022692 hsa-miR-181b-3p 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 ENSG0000MEAF6 MIMAT0000257 hsa-miR-181b-5p 3 0 0 0 0 1 0 0 0 0 0 1 0 1 0 0 0 ENSG0000MED8 MIMAT0000256 hsa-miR-181a-5p 4 0 0 0 0 1 0 0 0 0 0 1 1 1 0 0 0 ENSG0000MED8 MIMAT0000257 hsa-miR-181b-5p 4 0 0 0 0 1 0 0 0 0 0 1 1 1 0 0 0 ENSG0000METTL16 MIMAT0000270 hsa-miR-181a-3p 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 ENSG0000MFSD6 MIMAT0000256 hsa-miR-181a-5p 3 0 0 0 0 1 0 0 0 0 0 1 0 1 0 0 0 ENSG0000MFSD6 MIMAT0000257 hsa-miR-181b-5p 3 0 0 0 0 1 0 0 0 0 0 1 0 1 0 0 0 ENSG0000PLEKHJ1 MIMAT0000256 hsa-miR-181a-5p 3 0 0 0 0 1 0 0 0 0 0 1 0 1 0 0 0 ENSG0000PLEKHJ1 MIMAT0000257 hsa-miR-181b-5p 3 0 0 0 0 1 0 0 0 0 0 1 0 1 0 0 0 ENSG0000PROSC MIMAT0000256 hsa-miR-181a-5p 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 ENSG0000PROSC MIMAT0022692 hsa-miR-181b-3p 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 ENSG0000PRUNE MIMAT0000270 hsa-miR-181a-3p 2 0 0 0 0 0 1 0 0 0 0 0 0 1 0 0 0 ENSG0000PRUNE MIMAT0000256 hsa-miR-181a-5p 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 ENSG0000RBBP7 MIMAT0000256 hsa-miR-181a-5p 5 0 0 0 0 1 0 1 0 0 0 1 1 1 0 0 0 ENSG0000RBBP7 MIMAT0000257 hsa-miR-181b-5p 5 0 0 0 0 1 0 1 0 0 0 1 1 1 0 0 0 ENSG0000SCG2 MIMAT0000257 hsa-miR-181b-5p 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 ENSG0000SCOC MIMAT0000256 hsa-miR-181a-5p 4 0 0 0 0 1 0 0 0 0 0 1 1 1 0 0 0 ENSG0000SCOC MIMAT0000257 hsa-miR-181b-5p 4 0 0 0 0 1 0 0 0 0 0 1 1 1 0 0 0 ENSG0000SMYD4 MIMAT0022692 hsa-miR-181b-3p 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 ENSG0000SMYD4 MIMAT0000257 hsa-miR-181b-5p 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 ENSG0000ST7 MIMAT0000256 hsa-miR-181a-5p 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 ENSG0000ST7 MIMAT0000257 hsa-miR-181b-5p 1 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 ENSG0000TLE4 MIMAT0000256 hsa-miR-181a-5p 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 ENSG0000TLE4 MIMAT0000257 hsa-miR-181b-5p 1 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 ENSG0000TRIM37 MIMAT0000270 hsa-miR-181a-3p 1 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 ENSG0000ZDHHC15 MIMAT0000256 hsa-miR-181a-
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